The current regulations for conducting non commercial clinical trials in Europe are complex. These are explored from the perspective of a UK based non commercial international clinical trial. The reasons for the difficulties encountered are discussed and suggestions made as to how best to overcome these. Improvements are suggested for our law makers. It is argued that the current regulatory environment could be considered unethical as it inhibits research.
INTRODUCTION
This paper is about the difficulties of conducting a non commercial clinical trial in the current regulatory climate. Difficulties arise because of European and national regulation. The requirements are constantly changing, including attempts to reduce the difficulties that have been introduced. As trials often run over a number of years, any change over that period can introduce new challenges. We attempt to highlight the problems we have faced and to give hints on how to manage some of the problems. We also highlight some things we believe should change. Non commercial trials are common in childhood disorders where rare diseases make up a large proportion of the workload and where pragmatic trials are of more value than efficacy trials. Efficacy trials are those that concentrate on showing whether or not a medicine has an important therapeutic effect. Pragmatic trials are those that concentrate on the benefit of medicines in real life situations. Not all medicines shown to be efficacious are used in practice, usually because for some reason they are not suited to the majority of patients.
THE NEED FOR REGULATION
Commercial trials, ie clinical trials run by the pharmaceutical industry usually with the purpose of obtaining a marketing authorisation, have met with increasing criticism over the last few decades as it became clear that commercial interest had sometimes taken precedent over scientific rigour. The results of trials were not always made public and selective reporting of those that were published all contributed to the available information frequently being biased. As a result, more rigorous standards were created on how trials are conducted and reported. Particular improvement was made following the introduction of the recommendations from the International Conference on Harmonisation of Good Clinical Practice (GCP) in relation to clinical trials in 1996 1 , with the CONSORT agreement on how results should be published 2 and with the registration of clinical trials 3 . In the UK there is also an NHS clinical trials register 4 . However, despite the progress made by the pharmaceutical industry, there was still a belief that legislation needed to be introduced in order to make sure that all companies were compliant and that information from trials was readily made available in the public interest. This should include data from sites outside Europe where trials have sites both inside and outside
Europe. 
THE EUROPEAN DIRECTIVE

THE BENEFITS OF NON COMMERCIAL TRIALS
Non commercial trials clearly include those that are independent of the pharmaceutical sector. The degree of independence from the pharmaceutical sector varies from no involvement to provision of medicines or placebos to even funding the trial but in such a way that the pharmaceutical company cannot influence the conduct or reporting of the trial. Many such trials have been undertaken in the past and perhaps some of the best known, not just in the UK, are the UK childhood leukaemia (UKALL) trials. Over the last 40 years these trials have successfully transformed the outlook for children with leukaemia where nearly all children with acute lymphoblastic leukaemia used to die, now they have an 80% chance of survival 6 . Such trials were undertaken before the current legal and regulatory framework and have contributed enormously to the improved health of children.
Although not unheard of, serious problems, such as fraud and fabrication have been very rare in non commercial trials where there is little to be gained by such malpractice and where the scientific interest is to improve the outcome for patients. In fact the effect of fraud and fabrication is not as great as might be expected, and can often be detected anyway by careful central data monitoring 7 . There is an enormous lack of information available about the use of pharmaceutical agents within the childhood population where off licence use is almost the norm, because of the lack of commercial value in obtaining a marketing authorisation for the childhood population. The new regulations will, in our view, have a severely deleterious affect on research into the value of many pharmaceutical products, particularly older medicines and for those "uncommon" diseases, due to the massive increase in bureaucracy and the resultant cost. It should be remembered that there are so many uncommon diseases affecting children that together they affect as many children as common conditions. With a limited amount of funding for non commercial trials, fewer trials are likely to be undertaken and this suggests that the current regulations could be 
THE EFFECT ON NON COMMERCIAL TRIALS OF THE EUROPEAN DIRECTIVE
SPONSORING INTERNATIONAL MULTICENTRE TRIALS
There is a lack of clarity about the number of sponsors that are required. Whilst it is clear from the regulations that there needs to be one sponsor with overall responsibility for the trial so that the protocol cannot be altered or adjusted by others, it is also clear These documents need to be rigorously tracked for changes, so that it is clear that the final documents are those that have been approved. We advise you to keep a note of all peer review, even that occurring through discussion at meetings or through development of the protocol, as this, along with the final peer review of the finalised protocol, helps to defend the trialists from accusations of negligence.
In Europe, the situation gets even more complicated since each country will require their own ethical approval and the arrangements and requirements for ethical committee review in each country are very varied. The current situation has been helpfully We advise, since an annual report is required by the ethics committees and in the UK by R&D departments, that you only have one date on which this is produced and submit the same report to each national committee at the same time. If you have already produced an annual report covering countries already taking part, submit this with your ethical application and ask that the date of your annual report be aligned to the date already in place for your trial.
COST OF DRUGS
The regulations now require that drugs are provided to a patient in a clinical trial free of charge. This makes perfect sense for a commercial trial where the patient is doing the company a favour by trying out a new treatment that may be of financial benefit to the company. It makes no sense for non commercial trials investigating a treatment or treatments that have been around for a long time. In such circumstances the patient is going to be treated, possibly with the same medication, but outside a trial if not within and the trial may be finding out perhaps the best dose, duration, type or combination of treatment. In the UK children will at least obtain their prescription free but this is not the case across the European Union. The trial then has to bear the cost where prescriptions are not free. In contrast to the situation for a commercial trial, this requirement could be considered to be acting as a bribe for the patient to take part in the trial since if they do so they get their treatment free. A bribe is unethical and this therefore needs urgent review by the European Parliament. This situation is a good example of the conflict that arises when a law that was primarily designed for commercial trials has, at the last moment, been applied to non commercial trials.
HOSPITAL/MANAGEMENT (R&D) APPROVAL AND INSURANCE/INDEMNITY
In the UK, obtaining approval to undertake non-commercial research in an NHS Trust brings with it automatic indemnity insurance for negligent harm. The system for obtaining local hospital approval varies from country to country and, as in the UK, is often intertwined with obtaining insurance indemnity for a non-commercial trial. Commercial trials run by the pharmaceutical industry have to follow strict guidelines throughout Europe in the provision of compensation. For commercial trials, this usually includes no fault compensation. In the United Kingdom it is illegal for an NHS trust to provide no fault compensation for people taking part in an NHS sponsored trial. In Switzerland, no fault compensation is a legal requirement for all trials including non-commercial trials.
Although not part of the EU, Switzerland does follow many of the directives from the EU and has incorporated good clinical practice in relation to clinical trials into Swiss law.
Most hospital approvals, and all in the UK, will require an update ostensibly to see if the trial is going according to plan. However, some are now requesting three monthly reports and this is clearly not appropriate for many paediatric trials on relatively uncommon conditions. We advise that if this applies to you, put in your protocol that you will only be producing annual reports -it will strengthen your ability to decline to produce more frequent reports that will clearly be a distraction and an unnecessary and costly administrative burden. Insist on producing one annual report on the same date for each department -and align this with the date of your annual safety and ethics reports.
Currently in the UK it is necessary to obtain local approvals from each trust where the trial will be undertaken. Attempts are being made to improve this system with the introduction of a central sign off system for research. However it remains to be seen if this will be accepted by the trusts -especially foundation trusts. A similar attempt to introduce "research passports" to make it unnecessary for each trust to issue an honorary contract to researchers from another organisation is not yet succeeding because trust's HR depts have been unwilling to accept them.
CLINICAL TRIAL AUTHORISATION (COMPETENT AUTHORITY APPROVAL)
The European Directive requires that clinical trial authorisation is in place in each member state where a trial is being undertaken. The regulations for obtaining a clinical trial authorisation require the provision of an investigators brochure. This gives details, for the medical practitioners taking part in the trial, of all necessary information about the pharmaceutical product. It is possible to use the marketing authorisation, the Summary of Product characteristics or SpC) as the investigators brochure if a product has a marketing authorisation. This may be the simplest way for a non-commercial trial to produce an investigators brochure for a trial only taking place in one country. But, for those taking part in multiple countries, this either leads to a different investigators brochure in each country for the same trial (because the marketing authorisation in each country frequently has different information for the same product within each member state even when the pharmaceutical product is provided by the same company) or gives advice different to that which the medical practitioner is used to. This absurd state of affairs should die out within Europe with the introduction of new pharmaceutical agents but may continue to exist for a long time for products that already have a marketing authorisation. These are the very products that are likely to be subject to investigation by non-commercial trials. It may therefore be better for international non-commercial trials to produce their own investigators brochure. Other inconsistencies also exist, with marketing authorisations that specify the treatment of a particular disorder which occurs in an age group for which the marketing authorisation does not give approval and these need to be dealt with in any application and are therefore best discussed in the protocol.
In addition different charges are applied by the competent authority in each country so that a charge may or may not be made when the competent authority approves a noncommercial trial. Since this additional approval is not adding to patient safety or improving science, the regulations need to be changed to allow one competent authority to approve a trial within the whole EU, with one sponsor, while notifying each competent authority of the sites where the trial is being undertaken in that state for patient safety and inspection purposes.
To add to the problems, amendments to the CTA are burdensome and expensive, with Investigator is the senior investigator for the whole international group of investigators.
We advise that one method of dealing with some of these difficulties is to have a prequel to the protocol that is specific to each country and that deals with local country specific issues without changing the science of the trial. This can also document indemnity and other local issues.
ACCOUNTABILITY (TRACKING AND COMPLIANCE)
The accountability of investigational medicinal products (IMPs) is a key requirement and is understandable for an IMP produced specifically for a trial where the IMP (or a placebo) will need to be stored safely and where they cannot be used outside the trial (so this must include making sure every dose is accounted for and returned to the sponsor after the trial, if supplies remain). But what is the need to provide separate supplies that can be tracked for an IMP that is already in the pharmacy for routine use?
The same need to return the product does not apply to drugs that already have a marketing authorisation even if that marketing authorisation is for a different age group or condition. The cost of accountability is very high yet it is of little or no value to many non-commercial trials.
Pragmatic trials have been very useful over the years in showing the value of medicines when used in practice as opposed to efficacy studies where only the effect on those who have taken the medicine is wanted. Pragmatic trials assume that difficulties will arise for example with storage (and compliance) in different ways for different medicines or preparations of the same medicines, and this is useful practical information on the real value of the medicine when later used for patients outside a trial. This pragmatism requires an absence of tracking. A good example is the lack of benefit from immunisations when they have not been stored at the correct temperature. Why have more rigorous standards for trial medicines than will apply when the product is marketed? Why not see how effective the medicine will be in practice? Although the
MHRA in the UK have been helpful in requiring minimal tracking, it is not yet clear if
other European countries will be so compliant and UK hospital pharmacies that have already been inspected by the MHRA often find it difficult to believe that minimal tracking will be acceptable when an inspector visits. The regulations on tracking are another good example of the lack of adequate thought given to the impact of these regulations on non-commercial trials.
In a commercial trial looking to obtain a marketing authorisation for the product, it is felt necessary to know whether the patients took the treatment and what effect it hadalthough the trial results should still be analysed on an intention to treat basis. In a pragmatic non-commercial trial, the patients may not take the treatments for a variety of reasons and this is partly why the treatment may not work as well as it does in a commercial trial. Taken to its logical conclusion however tracking should include compliance -knowing that the medicine has been taken by the subject. It is often then assumed that the patient is actually taking the treatment. But, this can only be done by analysing blood or urine samples for example. Even counting tablet returns does not prove that a patient has taken the treatment. science. This all needs to be made more cost effective to undertake.
LABELLING
SAFETY REPORTING
The regulations require a bewildering number of notifications for serious adverse events (SAEs) serious adverse reactions (SARs) and suspected unexpected SARs (SUSARs). The first approval from a competent authority will give you your data lock point for annual safety reporting -each year all information available up to this point must be incorporated into your safety report and sent to the competent authority within 60 days.
We advise that you insist on using this date for all safety reports worldwide and you will save a lot of time. To achieve this, make it part of your application. You have to review all information on your IMPs for this report, so check on that date that the marketing authorisation(s) (SpCs) have not changed. Check a database of publications to make sure no new research will impact on the safety of your trial. Try to persuade those countries that request more frequent reports to accept an annual report unless this is not appropriate because of the large numbers of patients being recruited.
ADVICE FOR CHIEF INVESTIGATORS
First of all, read the regulations and understand them. Those in the UK should visit the medical research council's website 10 to access the clinical trials toolkit. Then when you write your protocol, do not say that you will do anything more rigorous than the regulations require or you will be inspected to those higher standards. Similarly, be careful about your SOPs (standard operating procedures -your bible of how the trial will be run. Think carefully about your Investigator's brochure. If you are undertaking a national trial, consider using the SPCs but for an international trial it may be worth developing your own investigators brochure. Consider having a prequel to your protocol specific for each country. Make sure supplies will be easily available and if you are manufacturing even a placebo, prepare to undertake tracking. Consider how you will document that the correct prescription has been written -do you need a form for this?
What labelling will you have? Best of all is to re-look at your protocol and these procedures together and make sure they are compatible and as simple as they can be.
Consider central monitoring as your method of detecting fraud and fabrication as it is much cheaper than on-site monitoring. Can you confirm that the patient exists in some way without a site visit -perhaps by setting up a notification scheme through a third party within the hospital/trust such as the laboratory if a laboratory test confirms the diagnosis for you? Look at potential costs of your trial and evaluate how they can be minimised and paid for. Find a sponsor, for a UK NHS employee this should be your
Trust. Universities may be reluctant to sponsor paediatric trials, but some will.
Keep a track of all the different forms of peer review that your protocol has had and get one final review when everything is finalised -there is safety in this process for you.
Decide who will be providing this peer review and have them ready to do this before you need them. Always make sure no site begins recruiting until all approvals are in placeethics, R&D and competent authority approval with insurance where needed. You will also need a contract between your sponsor and each site. Don't forget, especially if you have an R&D department that is less active than you would like, that the sponsor can delegate some of these responsibilities (but they retain the liabilities). Think of your processes for managing SARs and for chasing and managing outcome information.
Consider Data protection regulations carefully, make sure that you only request information that you must have -this also helps your hard pressed Principal
Investigators at each site -and make sure you have informed consent for information that must leave your trust. Anonymise the information wherever possible and use pseudo-anonymisation (coded information) everywhere else that you can. Finally, ask your R&D department or other employer to undertake a risk assessment -this may help you to reduce the problems that you will encounter. Finally, don't loose your sense of humour -you will need it!
CONCLUSION
The more stringent the regulations become, the fewer trials will be done and the less science will be available for clinicians wishing to treat their childhood patients in the best way possible and for parents wishing to know more about their child's treatment. In this way, the current regulations are seriously inhibiting new research and can be considered unethical 11 . Improvements to the benefits that pharmaceutical companies obtain for extending their investigations into the paediatric age group, while beneficial, will not improve the outlook for the majority of non-commercial trials 12 .
